Preclinical and clinical pharmacology of a new class of lipid management agents.
Ezetimibe, the first in a new class of selective cholesterol absorption inhibitors, reduces plasma levels of low-density lipoprotein (LDL) cholesterol by selectively preventing the intestinal uptake of dietary and biliary cholesterol. Initial studies in animals show that ezetimibe lowers both serum and liver cholesterol in a dose-dependent manner without decreasing the absorption of triglycerides or fat-soluble vitamins. It also appears to function primarily as its glucuronidated derivative and, in this form, localizes almost exclusively to the intestinal mucosal cells after initial absorption and glucuronidation in the gut and liver. Preclinical studies show that ezetimibe also lowers LDL effectively, whereas studies in apolipoprotein E knockout mice show that it reduces LDL, very-low-density lipoproteins, and the formation of atherosclerotic plaque in the aorta. Because of its safety and specificity, and because its mechanism of action complements that of the statins, ezetimibe is an attractive component in combination therapy. Coadministration of ezetimibe and a statin in dogs demonstrates larger reductions in cholesterol levels than therapy with either agent alone.